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Effect of a long-term high-protein diet on survival, obesity development, and gut microbiota in mice
Female C57BL/6J mice were fed a regular low-fat diet or high-fat diets combined with either high or low protein-to-sucrose
ratios during their entire lifespan to examine the long-term effects on obesity development, gut microbiota, and survival.
Intake of a high-fat diet with a low protein/sucrose ratio precipitated obesity and reduced survival relative to mice fed a
low-fat diet. By contrast, intake of a high-fat diet with a high protein/sucrose ratio attenuated lifelong weight gain and
adipose tissue expansion, and survival was not significantly altered relative to low-fat-fed mice. Our findings support the
notion that reduced survival in response to high-fat/high-sucrose feeding is linked to obesity development. Digital gene
expression analyses, further validated by qPCR, demonstrated that the protein/sucrose ratio modulated global gene
expression over time in liver and adipose tissue, affecting pathways related to metabolism and inflammation. Analysis of
fecal bacterial DNA using the Mouse Intestinal Tract Chip revealed significant changes in the composition of the gut
microbiota in relation to host age and dietary fat content, but not the protein/sucrose ratio. Accordingly, dietary fat rather
than the protein/sucrose ratio or adiposity is a major driver shaping the gut microbiota, whereas the effect of a high-fat diet
on survival is dependent on the protein/sucrose ratio. 
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